Many genes from the retinoid metabolism cause retinitis pigmentosa. Peropsin, an opsin-like protein with unknown function, is specifically expressed in apical retinal pigment epithelium microvilli. Since rhodopsin and RGR, another opsin-like protein, cause retinitis pigmentosa, we screened by D-HPLC the peropsin gene RRH in 331 patients (288 retinitis pigmentosa and 82 other retinal dystrophies). We found 13 non pathogenic variants only, among which a c.730_731delATinsG truncates the last 2 transmembrane spanning fragments and the Lys284 required for retinol binding, but does not segregate with the disease phenotype. We conclude that RRH is not a frequent gene in retinitis pigmentosa.
INTRODUCTION
Retinitis pigmentosa (RP), accounting for the 2/3 of the inherited retinal dystrophy cases, is characterized by pigment deposits predominant in the peripheral retina 1 . RP 21 . Photoisomerisation has not been demonstrated in peropsin yet, but it is presumed to possess this activity since the peropsin amphioxus homolog is doing it 22 . One difference with RGR though, is the peropsin expression in RPE apical microvilli while RGR is present in the endoplasmic reticulum 23 . This suggests that peropsin could control lightdriven rythmic processes in the retina or exchanges of retinoids.
In view of the involvement of RHO and RGR in retinal dystrophies, it was important to check for RRH mutations in retinal dystrophies. Here we show that none of the patients in a 331-sample panel carried pathogenic mutations in RRH, although our screening revealed one presumed deleterious variant for the peropsin function. Amplicons were run on 2% agarose gels in 1X TAE buffer to check for the quality and specificity of the PCR reaction.
MATERIALS AND METHODS

Patients
D-HPLC
PCR products were denatured at 95°C for 5 min and then gradually re-annealed by slow position is not conserved in the mouse Rrh promoter and the unaffected brother of the patient also carried the change making it unlikely to be pathogenic.
The sequence variant c.618C>T (GCG>GTG ) changes the encoded amino acid (Ala196Val).
It was found at the heterozygote state in two unrelated patients with recessive cone rod dystrophy (CRD) but not in 100 control chromosomes. One patient was a simplex case. He did not carry any other RRH sequence change and his parents and siblings were not available for the familial analysis. The second patient was born from unaffected consanguineous parents ( Figure 1A , individual V3). One of her healthy sister (V5) also had the Ala196Val change; both of them did not carry any other RRH sequence change. Three other sisters, including one with CRD (V1) and two healthy ones (V2 and V4), did not show the Ala196Val but carried a c.762A>G (GAT>GGT) at the heterozygote state that also changes the amino acid (Asp244Gly). None had any other RRH sequence alteration. We concluded that Ala196Val is a rare peropsin polymorphism which is not responsible for the observed retinal dystrophy.
We had examined a consanguineous family in which 3 out of 6 children had typical RP (Figure 2 A-D and table 3). We found that the index case (V5 in Figure 1B ) carried the complex sequence alteration c.730_731delATinsG ( Figure 1C ) at the heterozygote state resulting in a frameshift at codon 244 and causing a premature STOP at codon 245. The patient did not carry any other RRH sequence change and the sequence alteration was present in a healthy sister (V1) and absent in another RP sister (V2). We concluded that this RRH sequence alteration was not responsible for the RP phenotype in this family.
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DISCUSSION
Non syndromic RP is a highly genetically heterogenous condition with 45 genes/loci registered today (Hamel, 2006 Our study cannot exclude that mutations in RRH could rarely cause retinal dystrophies, or alternatively could cause a more subtle phenotype or be involved in multifactorial diseases. 
ACKNOWLEDGMENTS
